Introduction Vigano et al. (2017) claim in their Opinion paper entitled 'Time to redefine endometriosis including its pro-fibrotic nature' that with advances in disease knowledge, endometrial stromal and glands have been shown to represent only a minor component of endometriotic lesions. They further contend that the glandular epithelium is often not surrounded by stroma and that frequently no epithelium can be identified in the wall of ovarian endometriomas. Finally, they affirm that a smooth muscle component and fibrosis represent consistent features of all disease forms.
We beg to disagree with this approach for the following reasons.
The widely accepted etiopathogenesis of endometriosis
The authors do not seem to challenge the widely accepted theory that endometriosis draws its origin from peritoneal dissemination of endometrial cells and stroma (possibly including stem/progenitor cells) either at the time of cyclic (Sampson, 1927) or neonatal menstruation. If this contention is correct, then they agree that there can be no endometriosis without, as a primum movens, the functional attachment of endometrial cells and stroma within the peritoneal cavity. If the presence of epithelial cells and stroma is necessary to initiate the disease, then this event must be mentioned in any definition of endometriosis.
The phenotype of endometriosis varies with age groups
A definition of a disease or condition should include all variants and therefore, first and foremost, characteristics common to all of them. In addition, as mentioned above, the definition should refer to the common initial stages of the disease, rather than to the further development where different phenotypes may diverge in features (Table I) .
Under these circumstances, the new definition would exclude various forms of endometriosis in the adolescent. In fact, Laufer et al. (2003) were the first to show that endometriosis occurs in adolescents as young as 8 years of age, even before menarche, and that adolescents with pelvic pain not responding to conventional medical therapy have~70% prevalence of endometriosis (Marsh and Laufer, 2005) . Laufer and colleagues warned that the operating gynaecologist should be familiar with the appearance of a complete spectrum of morphologies of endometriosis in the adolescent, most of them showing no initial signs of fibrosis. Adolescents tend to have clear lesions that may be better visualized by filling the pelvis with irrigation fluid so that the lesion can be appreciated in their three-dimensional appearance. Typical endometriosis in adolescents is clearly not characterized by a nodule of smooth muscle cells and fibrosis.
In addition, the statement that frequently no epithelium can be identified in the wall of ovarian endometriomas may be right for the pathologist receiving the biopsies for histological examination of a lesion that has progressed over time, but does not correspond to what can be observed in the early stages. Indeed, when the intact endometrioma cavity is explored by the technique of ovarioscopy under hydroflotation, the inspection of the endometrioma's wall shows cortical retraction towards the site of adhesion where in the centre a small, haemorrhagic endometrial implant can be identified. Large, at random taken biopsies show endometrial tissue in 42 versus 89% in ovarioscopy-guided biopsies (P < 0.05) (Brosens et al., 1994) (Fig. 1) . Clearly, the pathologist will not be able to diagnose 'cellular endometriosis' if the biopsy is not taken from the site of bleeding.
The phenotype of endometriosis varies with its localization
In a careful histological study involving 179 consecutive laparoscopies for infertility (n = 105), pain (n = 60) or both symptoms (n = 14), with careful assessment of the depth of the endometriotic lesions, Cornillie et al. (1990) observed the presence of three variants: deep (≥5 mm), intermediate (2-4 mm) and superficial (<1 mm) in 48, 35 and 17% of the implants respectively. Deep endometriosis was found exclusively in the pouch of Douglas (55%), at the uterosacral ligaments (34%) and the uterovesical fold (11%), but interestingly not in the ovarian fossae. Five endometriotic implants showed very deep penetration (>10 mm) with four located in the cul-de-sac and one in the right uterosacral ligament.
The fact that deep endometriosis occurs in the presence of fibromuscular structures raises the possibility that the pathogenesis may be similar to uterine adenomyosis (Donnez et al., 1995) , still involving the initial presence of endometrial cells and stroma. In fact, the structure of the lesion reflects deep infiltration of endometriotic glands and stroma into fibromuscular pelvic tissue. The fact that deep endometriosis is very active, almost in phase with the menstrual cycle, made Cornillie et al. (1990) peritoneal fluid and is more likely to be fully under control of circulating steroids (Koninckx et al., 1991) . In this variant, cystic transformation of endometrial glands is a common finding, with an occasional bleeding into the lumen and formation of microcysts with diameter between 55 and 2000 μm, indicating that these glandular cysts are comparable to micro-endometriomas occurring at all different depths of infiltration, and more frequently at 2-4 mm below the peritoneum.
In conclusion, even this variant where occasionally the fibroticmuscular component may become prevalent, originates from an ectopic nest of endometrial glands and stroma.
The type of endometriosis varies with the clinical presentation
In a recent cross-sectional study of the clinical presentation of endometriosis DiVasta et al. (2017) investigated the symptom presentation in adolescents compared to adults. They tried to determine whether differences exist based upon age, hoping that a better understanding of the clinical features may shorten the often lengthy delay in diagnosis. DiVasta et al. (2017) found that moderate-severe non-cyclical pelvic pain was prevalent in both adolescents and adult women. However, adolescents had more nausea and symptom onset at menarche and multi-years delays in diagnosis were common. On average, three doctors were seen before the diagnosis. Cornillie et al. (1990) found in their series of 179 consecutive laparoscopies that very deep implants (>10 mm) occurred exclusively in patients with pain.
Pelvic pain

Infertility
Infertility in patients with endometriosis is most frequently associated with peritoneal adhesions and ovarian endometrioma formation secondary to bleeding by superficial implants. Brosens (1997) formulated the hypothesis that endometriosis, an ovarian steroid hormone-dependent process, can be considered physiologic, unless recurrent bleeding in the ectopic implants causes progressive disease and symptoms. Diagnosis should take into account the detection of chronic bleeding, and efficient medical treatment can be achieved by amenorrhoea without the induction of hypo-oestrogenism. Indeed, from clinical studies it can be concluded that amenorrhoea appears to be more important than the hypo-oestrogenic condition for improving the appearance and symptoms of endometriosis (Kettel and Hummel, 1996) .
Spontaneous hemoperitoneum in pregnancy
The importance of the cellular component of endometriotic foci is stressed by the rare, but severe, syndrome coined 'Spontaneous hemoperitoneum in pregnancy' (SHiP). A review of all published cases indicates that this complication occurs almost exclusively in the presence of decidualized ectopic endometrial cells and stroma, once again stressing the importance of the epithelial component of endometriosis (Brosens et al., 2016) .
Menopause
The presence of endometriosis after the menopause, may raise three major concerns in users of hormonal replacement therapy: a return of pain symptoms; the occasional need for surgery and a possible, although definitely rare, malignant transformation of residual endometriosis. In all cases, lesions are characterized by the presence of endometriotic nests.
In addition, Morotti et al. (2012) have observed the presence in menopausal women of active cystic lesions at the site of the ovaries in the absence of exogenous oestrogen intake.
Conclusion: versatility of the polyvalent endometrial stromal cell
While we can easily agree that progression of the various forms of endometriosis is often characterized by muscular metaplasia and fibrosis, and even by the disappearance of endometrial cells and stroma, these are not the initial, common features that should define the condition, especially in the early onset variants.
A review of the literature on endometriosis shows that the disease can affect the entire life cycle of the woman with changing appearances . In adolescents, the disease, from the time of menarche, begins with angiogenic peritoneal lesions and may cause the formation of large ovarian endometriomas. In exceptional cases, these can appear even before menarche (Gogacz et al., 2012) . In adult life, lesions may become deep and resemble adenomyotic foci with metaplasia and fibrosis and, after the menopause, hypo-oestrogenism causes regression; in this eventuality fibrosis may characterize inactive lesions.
Given the spectrum of different phenotypes, there is only one feature initially common to all variants: the presence of epithelial cells and stroma and an active neo-angiogenesis. Therefore, these features should be integral part of any definition of endometriosis.
